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y-i (57) Abstract: Salicylamide derivatives represented by formulae (la) and (lb); intermediates in the production thereof; a process 
O for producing the same; and drugs containingthc same as the active ingredient The salicylamide derivatives represented by formulae 
q (1 a) and (lb) are useful as anti-inflammatory agents and immunosuppressive agents which exert an effect of inhibiting the activation 
^ of NF- K B with little side effects. 
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5* (1 a) fttf (1 b) TTR^nsU- *)7-)lWL7* h*§f£#, 

(la) RtMlb) T^$n^-9-«j^;p^7^ Ftiwm. NF-kB 

SttfctMFfftflfctfU WfRS©^^itt*«», ^fti^SdttTWffl 
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m m m 

10 tfft&ffi 

*z\x\ mftm&'ptz<* ft^mmmt^mm&tfftmmftzttzm 

MGftiLTl^Sft (Cell 46, 705-716, 1986) , mmtBMmzftg 

touttmrtzz. znrztf. j toy&&m<Dmmz#ttrz> z twn 

25 \Zt£~itZo NF- ac Bti2O(0tyjZ <y h^^SAfP 

0, $3 0 0(7)75 y^CDRe 1 sfr^D F** > (RHD) £W-f3 
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p 5 0, p52iRe 1A, c-Rel, Rel BO^i^i/ii^ 
tT'M^nxi-^ (Annu. Rev. Immunol., H, 649-681, 1996) . 

N F — k B fi. ^S&IWfilKO+iCfWttC^H^T, NF-zcBlCctO 
»#Sn*Jte^ttft*^D^U>£WHClJ-< h;*K> (IL-l, IL 
5 -2, IL-6. I L-8, TNFftf) . *fflii§M*B^ (E--fel^^ 

x icam-l vcAM-i^a . -mt&m (no) 

(Cell, 87, 13-20, 1996) . 

NF-/cB©ffitt{^?l#gCtaf«l:lTH TNF-aPi^CI L 
10 -1, tfUSUajft, TP A, UV, m&WtMfcZifitobtlTtoZ (Annu. 
Rev. Immunol., 12, 141-179, 1994) „ fCT, iM£T N F - a ^T$»J 

m v . ^<db#^#$ nf-kb ©sttfcfciBwr 

15 58W©PB^ 

«ift*Wr*«r*^U^K75 fttto-&«Jfi©a (la) 

T'ttZtlZitG® (DHM2EQ) (i b) T~7fiZtl%{t£® (D 

HM3EQ) #N F - k B ^Sfeltllffffl * * dt^Jlffi L*f£BJ 
20 S^Lfc. 

[1] 5£ (1) 
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(1) 



O 



R 2 te, (A) , (B) , (C) . (D) , (E) . (F) Zfzit 

5 (G) T^£ft3S£3|:bL : 





OMe 



f?0 OR 3 






R 3 0 OR 3 




R 3 0 OR 3 




[2] j£ (la) Sfcte (1 b) 
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[3] a (2) 




OMe 



5 

[4] 5t (3) 




10 O 

[5] « (4) 




o 
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[6] ^ (5) 




5 O 

[7] £ (6) 




10 OH 

[8] 2, 5-v*h*~>7^'J>£5£ (7) 




o 
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gSrr*5* (2) 




5 &$<D&^\*tfi&£mcM&&&t>?. ) T^$n-5it'j^;^7^ h 

[9] 5£ (2) 



F»##&ac,H, I (OAc) , (5£4>, ActtTt^H^t. ) 
T^$n£fc£!#)0#£ET, R 3 OH (R 3 ttCl-4fl)7WiT* 

3» ) T?*$n-57;u*y-;PtsiS$-&5^t*i#«frsiC; (3) 





(3) 
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[10] St (3) 




5 O 




10 o 

[11] 5£ (4) 




o 
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o 



[12] it (4) 




10 O 




15 OH 
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[13] 5£ (5) 




o 



5 T^snst'j^»7$ mwt&&jtRi&\ztt'rz.t*#WLt-r*a 

(1 a) 




o 



[14] 5£ (6) 




OH 



15 (ttmz^ummi tmtM#*mt>?o ) T^ns-tf-u^&y^ 

b) 
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(lb) 



OH 



[15] mm 2 \zmm<Di$. da) t.tz\t (ib) t^$*i-5+mj^u 

[16] 2 Kf2ifc£>5£ (la) (lb) T^ttSIt U 3^ 

[17] mm2\ztm<D£, a a) ^r^t (ib) Testis-* >j 3^ 

10 ^Jo 

Ell (A) RZS (B) MDHM2EQ^DHM3EQONF- 
k Bg£MJ?£££^-r^:7 7T*&3. 
15 132 (A) Rtf (B) ^DHM2EQMDHM3EQ©7->7 

Mf2i$ (2) . (3) «f* R i i)mt>-TC2^4<D7M yf-i )imtLX 
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Mf2^ (7) +OX^fefADy>gfiLTIi7 7i. £S, 

(Synthesis , 12^, 1549~1561H. 1995^) KZpCTgJirrS Z. ttf 
£TF<E>H§*> 5£ (1 a) Rtf (1 b) T^$tl«fl:^«5R^ (2) 
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DHM2EQ, DHM3EQ(Z)g>jg;|,- fs 
OMe 

,NH 2 

II 



R 1 0 





(2) 



(b) 



C 6 H 3 l(OAc) 2 /R 3 OH 



R 3 C> OR 3 H 




(3) 



(4) 



(7) 
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DHM2EQ, DHM 3 EQ<D§Hi&.)V— h (ffctr) 




DHM2EQ (la) DHM3EQ (lb) 
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I8a :N- (2 - T )Vt> / < > JlO - 2, 5 -v* h*~> 

2, 5->^h + y7zU>^j| (tfUy>J5:£) IdBttPU -78 
~5 0t:, $f^L<«^K^TT, (7) O0-7Jl/;*j/-f Jktf-U^CK 

#u ^jEii^ n£&m-f2>ztiz£K>3. (2) T^nsN 

- (2 -YJln^^^>^-()V) -2, 5 -v* h + ->7n'J 
10 Igb:3 - iO-7 J 1 )VT K) -4, 4--/7JI' 

±f2T*#£ftfc5£ (2) ^^$rpc^y-;i/^£0^n^L, - 

2 0-5 013, $f$L<«7K^T, ^7ir h + v3-K^>if>^JnA, 

-^T^-T^dttCckO, j£ (3) T^$tt£3- (0-7;^/^;!/ 
1J-U^D<;U7^H) -4, 4-^7^3 + ^-2, 

ISc : 5, 6-X#*->-4, 4 -v^^a + v- 3 -Wfu^ )\,7 
20 ^ H-2-->^P^-fe/>{b^©^i{ 

5$ (3) T'^$tlS3- (0-7;P*7 -i )VWFn-i )V7=. K) - 
4, 4-^7;U3*->- 2, 5 -i/^D^yxy >£i££i] (^K^t 
Kn77>, /^/-^fti:) ic^L, -2 0~5 0t:, #£L<te* 

25 S^tcSt^x^J^inx., ttlk&i- h U ^AtK^, 
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fzmgtyzti^&zu ^^yy^-\zxmnbxft u) T^sns 

iSd : 5, 6 -X^->- 2 — tJ-'J ^o-f ;l/7S 
>- 1. 4-z/yt><DmM 
ft (4) <D5, 6-X/j^^v-4, 4-y7^ + y- 3-^0^n-i 

10 ^7^ K-2-->^D'\^-fey >it^^m{t^u>izmmv, 

ftLTft (5) T'^$n-5 5, 6 -X#+'>- 2 -1^-'J^D-r;U7$ K- 
15 2->^D^\^-fe>- 1, 4-v*>##e>tt3. 

Ige : 5, 6-I^->-4-bHD + y-3-!J-UfOi , J|,75 H- 
2—>^D'\+-te/> (DHM2EQ) (DfflM 

ft (5) T^c£n£5, 6-X^+v-2-1t'J5 1 D<^7$ K-2- 
x^D^\+-fe>- 1, 4-:x:*>£, (**/-;k X*/-Jk T 

20 HF&£) K&jSU - 7 8-5 0T;, L < fiftfrT, MtlM (tK^ 

ffiRmmvT. y-MzTmmm.&m&LT, ft a a) r^z 

tl-5 5, 6-X4?+x-4-t h*0 + ^>- 3--9-'J^O<;i/7$ K - 2 - 
25 y^D^*ty> (DHM2EQ) ^#^5, 

Igf : 3, 3-x7;U3*>—4, 5-X^y-6-t h'D+y-2 
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5£ (4) <D5, 6-X^->-4, 4-v7;i/D + v- 3— 

msmmizmmL. -7 8~5o*c, »*l<«, *#t> mftm (**§ 

*g> &£&*IU #7££OTh^7>f-fc£T*»£abT, 5£ (6) T 
^$n-53, 3 -^7JU=l^v-4. 5-X7^^->-6-t h'D + y-2 

X@g : 5, 6 -X^+v-4-t KD*^- 2 -tMJ^D'f ;i/75 K- 
2 -v^D'VHz/ > (DHM3EQ) Oil 
3 (6) t?^n5 3, 3-v7;U^ + >--4, 5-I^^>-6-k 

MElilt, iilT. 5£ (lb) ©5, 6-I^y-4-th*D + 
^-2 — tJ-U^CK;P7^ H-2-v^7D'\+-fey> (DHM3EQ) * 

*»f!fb^*©4H»W»tt«DHM 2 EQWDHM 3 EQtCO^T 

A) NF-KBJSttfcMStt 

NF-icBM4fflI«!l«ttttaT»3*'r;Pv7x7— M • V$-$- • ->* 
— > • 7y-fe-f (luciferase reporter gene assay) HcfcDiSJ^L/i:. 
Dk>7i7- tf • Vi$— 9— • • 7';t< (luciferase reporter 
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gene assay) ] 

$-?-7 ted; o n f - k Bmmm&zmfevrz. 

1) ZfyX* Y (plasmid) 

5 )V 1/ 7 x y — M - 7 y -fe-f (luciferase assay) <D~7? 7> K 
(plasmid) <hLTI g k ilHS^FS 3fc£> 3 x k Y$lkX$H S V -TK^Ot- 
* (promoter) f:*^J^^k>7i7-t'' y-> (luciferase gene) 
5I^L^3X/cBTK-Luc <*3SC*¥Ef*9mr3fc8r, #±*6-li& 
jf±ckD#fc-^) ^ffl^fc. 8-13 v 9 tf • yyt-f (0- 

10 galactosidase assay) Icte, J3 - 7 • 7* D^E — ^ (jS -actio* 

promoter) -iiyi? his?— ZM&f- (0 -galactosidase gene) £3 
ISLfcy^XS K (plasmid) («3K**K»«r^EBf, #±tt-» »± 

2) F7>X7i^ya> (trans fection) S^y7x7- if • 7yt 
15 -f (luci ferase assay) 

h7>77i^a> (transfection) ttDEAE • r+Xh7>fe 
(DEAE-Dext ran method) TfT&ofc. 2X1 0 6 cells(D^^ 1 x T B 
S (Tris-HCl (2 5mM) , N a C 1 (13 7 mM) , KC 1 
(5mM) , Na 2 HP0 4 (0.5mM) Tl[e]ifc}£U 1 ugVfyX^F 
20 (plasmid) £ ^ h y > X 7 x 9 is 3 > • A y 7 7 (transfection 
buffer) (2XTBS (200^1), 100XCa 2+ -Mg 2+ (CaC 
1 2 • 2H z O) (7 8mM, 4/il) , MgCl 2 -6H 2 0 (7 6m 
M), DEAE-Dext ran (lmg/m 1 , 2 0 0 ^1) $*IZ* 1 
0^r<h^-ytf>7 (tapping) Wf>3 0^IfiT-f>^-|>l 
25 7c. ^©&. 1 XTBSti^tL. 1 2 fi© £ xJl/yi/- h (well 
Plate) (costar: N. Y.. U. S. A) \Z 1 x l 0 6 eel Is/well T*M£* 3 7*CT 
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O+a^-hUc. SB. m*<Dm&(DDHM2 EQ$fc«DHM3 E 
2P#fSH>+^-HL/i^ £6£TNF-cr (2 0ng 
/ml) fcgsjDU 6P3M8H>*i'*--hUfc. 0JI&£35OOr pm. 5# 
flMtoU ±?if£l&*&> U->X-/t777 (lysis buffer) (Tris- 
5 HC 1 (2 5mM, pH 7.8) , DTT (2mM) , 1. 2-y*7$;y 
^□-\^-tr>-N, N' , N' , N-mmm (2mM) , 1 0%^'J-fe'J 
>, 1 % hU h>X- 1 0 0 (Triton X-100) in*., *+T3 

OfrpJ^ftLTc. O^lc, 15000rpm. 5 ±m^>^)ltL 

10 1 0 u I 0)D->Zf)HznL, lOOw (h'Jy> 
(Tricine) (2 0mM), (MgC0 3 ) • 4 M g (OH) 2 • 5 H 2 O 
(1.07mM) , MgS 0 4 (2.67mM) , EDTA (O.lmM) , DTT 
(33.3mM) , Coenzyme A (2 7 0 yM) , ;k/7i'J> (luciferin) 
( 4 7 0 M) , ATP ( 5 3 0 # M) &iDA, 2§7fe*£Lumat 
15 LB9501 (Berthold: Bad Wildbad, Germany) T'femVtc £e>JC, SS^ffifc 
hx^— tf • Ty-fe^f (£-galactosidase assay) KlcfcOJilE 
L, Jk>7x7-t' (luciferase) CD#H4fil<!: Lfc„ 
3) j8 — #:7# h fe* • 7yfe-f ( i3 -gatactos idase assay) 
j3 -j]y>7 his?— fe* (0-galaclosidase) DNA(ih7 >7>7x^y 
20 3 >5a$£$I£U IE&fcT&7c&K:fT&5t><DT&3. 

20/i 1 ©+|->7 P ;i/$r 2 3 0 u I <DZ A*y 7 7 (KC 1 (10 mM) , 
MgS0 4 (ImM) , 2 -MViJZf hx^/-;i/ (2-Mercaptoethanol) 
(5 OmM) , NaP0 4 (10 OmM : pH 7. 5) ICtOA, $^>(C5 Ox* 
1 (Do- - hD7i^- ^ - D-77^^7 htf^/vF (ONPG ; o- 
25 nitrophenyl-)3-D-galactopyranoside, Sigmatt) . NaP0 4 ( 1 0 0m 
M, pH 7.5) mM (2mg/ml) £flDA. 3 7W>^a^-hL 
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fz. M^ffe<Ifel^(!:I5T*, Na 2 C0 3 ( 1 M) £ 2 5 0 u 1 JjQ 
A, 4 2 0 nm0>©iR&g£#3fc3fcgffl- (BuMftm KTSHtUfc. 
B) □7-y>^H®«S!l^ 

5 d:W:^bLTI.5mg/mia)^?:Mlfc. in^7^7©« 
£>&filC0. lm 1 mmLTmftLfz (15 0fig/T^) „ 3iSK&t;:|ig 

10 DHM2EQMDHM3EQ02mg/kg$fdi4mg/kg(Dg 
^ftT, 6E/#cOT'j7^$:fflVi|o|pl^(7)0 t fcDO.lm 1/10 g#Stf> 
fiJ^T3lsl/ii> £frl 8 lHl/'6i@r B ^ BtlKrtS^L^c ftfc. *rH# 
(Control©^ (CteliJJicOX^vzL-^TO. 5% CMCM^g 

□ 7-y>Wfljf|fc£R38LfcV>jEtt (Normal) & (4E/») 
15 fr-frT^tt£. 3 7-y>Sff6M©^OW«^*ttilKRrX^ft©58# 4 
BHR^3Siii[©e§!tC«k5 0'-4OX3 7 (Gg&O'&if (DftiiJ 1 6 

WL*ft?T\,>ztmmvtz®&z : tn*n*-r. m$k*m2 (a) , 02 

(B) IC^Tc 

01 (A) Rtf (B) ©*S£j&*S9i£j&>fc«fc5K, *569§£<fc<58HSfls 
25 ^DHM2EQT1ilyg/ml^e. (01 (A) ) , MDHM3E 
QT'ttlO/ig/ml (01 (B) ) TNF- KB<D%&it*mmLtz, 
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^2 (A) , H2 (B) ftioWbfrtZ&OiZ, DHM2EQRO*D 

HM3EQ, mzDHM2EQ\m&mm i )v^^<D-?oxmmmm : £ : r 

vivo ) \Z&\,*T<Dft%}&bmW2tltZo 

5 

ffim<D&?\Z&f£BM<D4t£y!)<DDHM2EQB.'tfDHM3 EQte. NF 
- k B%mm^fe&. Rtf-f>- t*# (in vivo ) T*n7-¥>m%m 
10 ®!|fcJJpf$f£ffl£^L£:,, Lfc^oT^t (la) Rtf (lb) T^Sns-ft 

S (la) RZS (lb) T^$n*{fc£4*l3;fc»«<DififcJU MPS-^O 
20 g-1 0 Omg^l B l~&!e]{C:bttT&-5-T$, 

^p^4<ofcJ60s^m^{c«, &$u am. ts-f^vm. mm. m 

25 

20 
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izmmm. mmmn&otzmmm* traa. m#5«j, b&jbsi^ 
a. Mtm. MUM* &%.<tm* mmmmm mm** 7 

10 

15 HS£0>J1 :N- (2-7-feh^i>^>^;P) -2, + 
U 

2, 5-^*H*->7-U> (lO.Og, 65. 3mmol) £kf'J->*> (10 0 
ml) £$fl?U TK^TO-y-fe^^U^D-r^^ o U H (13.0g, 
65.3mmol) (DBWt^Jl (5 0ml) 1 5#mfrttTMz.tz&. m 

20 &gT*l 5$Hffl»#Lfc. R&m\Zfc (10ml) &m7LT&m$:&}k2 

ttm. mwt^fr (5oomn zimm smmmm (soomn , 

7K ( 5 0 0 m 1 ) , 2 %S#tK (500ml) , tK (5 0 0ml) ©Jgfc 

mmitet® d9.8g) ^ffivD'>^tut#f»nfc. ^©ft^«w4» 
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^ft^MX^ h;U : vmax (KBr) 3409, 1773, 1671, 1603, 1535, 
1478, 1283, 1221, 1179 cm- 1 . 

%9\-mP%$l7>^2 h)l> : Amax (MeOH) nm (a) 224 (18100), 309 
(7890) , 

5 FAB?X7^^ (m/z) : 316 (M+H) + , 

'H-NMR^h^ (CDC1 3 , 400 MHz) : 6 2.37 (3H, s), 3.82 (3H, 
s), 3.87 (3H, s), 6.62 (1H, dd, J = 2.8 and 8.8 Hz), 6.84 (1H, d, J 
= 8.8 Hz), 7.17 (1H, d, J = 7.2 Hz), 7.37 (1H, t, J = 8.0 Hz), 7.52 
(1H, dt, J = 2.0 and 7.2 Hz), 7.99 (1H, dd, J = 2.0 and 8.0 Hz), 
10 8.31 (1H, d, J = 2.8 Hz), 8.93 (1H, br s). 

mmm2:3 - (o-7-fe^;n*'j^D-r;i/) tsf-4, 4-->**h+ 
mmmimrz, n- (2-7-t h*v^>>Ar;u) -2, 

15 +y7-U> (19.8g) (4 0 0ml) t»#U falfcTz/ 

7-feh + ->a-F^>-e> (27.3g, 84.9mmol) Ztoz.. 1 P^Jf 

( i D 5 %S#* (1L) , 10 ( 1 L) -e^L 

20 W7A^DThy77^- (lkg, '\*-V>/mfcJ- : 5-)l=2/ 1) 
fCTfffiU @&12.8g£^fc., * 7 3 0 m \ IZXmffiMW 

ft#u i&mit%®w.$g*B&mfctLTntz (mm-. 2115 

0%) o 

1 5 0-1 5 2t:, 

25 /75^®iRX^^ hJU : vmax (KBr) 3451, 1769, 1694, 1520, 1 198 
cm -1 . 
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SJgfti&MX'^ h)l : Amax (MeOH) nm (e) 238 (14200), 313 
(13800), 

FAB7X7^h;i/ (m/z) : 332 (MtH)\ 

'H-NMRX^^ bfr (CDC1 3 , 400 MHz) : 6 2.47 (3H, s), 3.31 (6H, 
5 s), 6.48 (1H, dd, J = 2.0 and 10.8 Hz), 6.61 (1H, d, J = 10.8 
Hz), 7. 20 (1H, d, J = 7.2 Hz), 7.39 (1H, t, J = 7.6 Hz), 7.57 (2H, 
overlapped), 8. 05 (1H, dd, J = 1.6 and 7.6 Hz), 8.89 (1H, br s)„ 

mMM3 : 5, 6-X#*v-4, 4 - V* 3 -^U^n-f )VT 

10 5 F- 2 -^D^-fey 

3- (O-T-fc^HtU^D-OWT^ H) -4, 4-> J *b*>'-2, 
5-y^D^fyi;> (10.9g, 33.0mmol) ^rh7tFa77> 
(2 0 0ml) JC?£#?U TkftT, 3 O %igg?-fk7K^7K (60ml) &<fc 
I&^TKMi^bU^A (I65mi) N1IT2NfF4«^1 

15 fee mnit^mimwvx^rz^K^mn^t^m^^m^mn-r^ 
rob. Efommzfttzoztizisfzo Kfomzmm^^ (soomi) 

fciOA, lMfetm (3 0 Om 1) , 1 OS^:*iftll^MJ*A*8Ss 
(3 0 Om 1 X 2) > 1 0%&&tK (3 0 Om 1 ) TIS*ifc»Ufc. ffR 

57c#K J£a££7-feb> (100ml) »C»#U p - WVx>x;i/*> 

is doomg) ^jqa, ^mx'i.mmmwLmmt^m^Mvtzo * 

^y-;USr«ffie*LT»f»tlfc«SC»BfX^ (2 0 0ml) SUP 
A, 7K (2 0 0ml) Tft#Lfc„ HSfcr^wi LTfte>*ifc 

25 ifeyD7^yU*^7A^07h^77^- (4 0 0g, Hl/X 

>/a®x3^= 1 / 1 ) izxmmv. 6.58g<o^fe@^^^c 0 cos 



23 



WO 01/12588 



PCT/JP00/05332 



W**5>;-)1 (2 0ml) TBWit#«ci*U «jgfb^«J5.34g*afe 
SfttLTifc («?: 5 3%) . 
gt£: 1 47-1 49t, 

gfcfl-HftJR*'** hJU : vmax (KBr) 3264, 1674, 1651, 1530, 1236, 
5 1119, 1053, 1053 cdT\ 

mn&W&Z^Z h )V : Amax (MeOH) nm (a) 242 (5100), 314 
(19600), 

(m/z) : 306 (M+H)\ 
'H-NMRX^ h)\s (CDC1 3 , 400 MHz) : 5 3.35 (3H, s), 3.58 (1H, 
10 dd, J = 2.4 and 4.4 Hz), 3.75 (3H. s). 3.89 (1H, d, J = 4.4 Hz), 
6.94 (1H. t, J = 8.4 Hz), 7.04 (1H, dd, J = 0. 8 and 8.4 Hz), 7.24 
(1H. d, J = 2.4 Hz), 7.38 (1H, dd, J = 1.2 and 8.4 Hz), 7.49 (1H, 
br t, J = 8.4 Hz), 8.65 (1H, br s), 11.37 (1H, s). 

15 mmm4 : 5, 6-X#*x-2-1tU3 1 D-r^7^F-2-S>#D'\* 
•fe>-l, 4 -v* 

5, 6-XzJ?*v-4, 4-y^h^y-3-t'J?PY^7$F-2 
-y^OA^ty> (l.Og, 3.27mmoI) £&{fc*^U> (2 5ml) \Z& 
8¥U *J*T=7yfls*^*^x^;ux— (lml) £im*., 
20 ffl«T3 0#Hift#Lfc. JEl&»»C»BfX^;P (3 0 0ml) £iD;L, tK 
(2 0 0ml) iZTVtftVfZo l»X^Ji*eW««ltfc«, X$«fll 
l/Tff£nfc*feB#£j**/--;P (5ml) KTifeirt*£* £JS<fc£ 
#1 (3 9 9mg) #*3£feBf*:£LTf§5nfc («R¥ : 47%). 
2 1 0*C , 

25 mftnWtUX^? h)l< : vmax (KBr) 3453, 3202, 1713, 1667, 1642, 
1611, 1537, 1231 cm -1 , 
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^fti&MX^bJl/: A max (MeOH) nm ( e ) 250 (1 1900), 326 
(15000). 

FAB"?X^^ h)l (m/z) : 259 (M 

'H-NMRX^^h;!/ (acetone-d 6 , 400 MHz) : 6 3.91 (1H, dd, J = 
5 2.4 and 4.0 Hz), 4. 11 (1H, d, J = 4.0 Hz), 7.07 (1H, t, J = 8.4 Hz), 
7.13 (1H, d, J = 8.4 Hz), 7.51 (1H, dl, J = 1.6 and 8.4 Hz), 7.61 
(1H, d, J = 2.4 Hz), 8.06 (1H, dd, J = 1.6 and 8.4 Hz), 10.83 (1H, 
br s), 10.88 (1H, br s). 

10 MWiffl5 : DHM2EQ©p^ 

1. 4-vr*> (81.8mg, 0.316mmol) (10ml) Kfi 

ML. tK?^T. TkmitftOm-l-hWA (11.9mg, 0.316mmol) £2in;L, 

mmm-vi oftmm&Ltzo K^m\zmwtx^jv (somo &jda, i 
15 mfemst (50mi) , tk (50mi) THE^^ufe. mwt^jim* 
^mnmvtc^ «es§ l t# s nfc*«fiB# s ^ ^ / - dm 

1) \ZT mmm.&yt&?Z>t. DHM2EQ (45.3mg) #fifeB#<!;L 
Tibnfc («K$ : 7 2%) . 

20 : 1 8 5r (#£?) , 

TLCORfl: 0. 4 5 iisVijtf)), (Art. 1.05715, *)VZ#.m <D 

0:1) T*mffl) . 

^ftUK'KX^h^: vmax (KBr) 3360, 1663, 1634, 1609, 1526, 
25 1204, 1071 cm" 1 , 

mft&MWZ^Zhfr: A max (MeOH) nm (e) 242 (5950), 314 
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(20400). 

FABT77^h;b (m/z) : 262 (M+H) + , 
#^5£ : C 1S H U N0 5 . 

'H-NMRX^ hll (DMS0-d 6 , 400 MHz) : <5 3.43 (1H, dd, J = 2.4 
5 and 4.4 Hz), 3.85 (1H, dd, J = 2.4 and 4.0 Hz), 4.83 (1H, br s), 
6.70 (1H, br s), 6.99 (2H, overlapped). 7.45 (1H, t, J = 8.8 Hz), 
7.93 (!H, dd, J = 2.0 and 8.8 Hz), 10.83 (1H, br s), 10.88 (1H, br 
s). 

10 : 3, 3->^r^>-4. 5-I^y-6-kFn^y-2 

--tMJ ^D-f ;U75 Ky^P^t>©M 

5, 6 -X#*~>- 2 --tr'J^D-f )17^ H- 2 - -> £r □ 'Vfr-fe > - 
1, 4-v^> (200mg, 0. 655mmol) (5ml) £5%fi 

(5mi) 0g£»«M;:jg#u *niT*mit*'ymi-h')<y& 

15 (24.8mg, 0.655mmol) fcjp*., 0#KJt#Lfc. 

m^J-)V (50ml) £iJU7U (50ml) , tK (50ml) 

xn^tltz^UyZf (2 0 6mg) *4MRffl»Jl^ D7 h ^7 7 ^ -1CT 

20 7 mg) «»ifii9l&^n y ^ LTH&ftfc (JR* : 4 8%) . 
IBA: 170-172^ 

^ftHM*^ Ml- : vmax (KBr) 3366, 3285, 1657, 1537, 1236, 
1128, 1063, 1046 cm -1 . 

mnmWT,^ h)l : Amax (MeOH) nm (a) 242 (8180), 262 (9190), 
25 300 (7610), 

FAB TXX^ MP (m/z) : 308 (M+H)\ 
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'H-NMRX^^ h)l (CDCI3, 400 MHz) : 6 2.13 (1H. d, J = 10.0 
Hz). 3.27 (3H, s), 3.49 (1H, s), 3.63 (1H, s). 3.64 (3H, s), 3.64 
(IH, overlapped), 4.76 (1H, dd, J = 2.0 and 10.0 Hz), 6.68 (IH, d, 
J = 2.0 Hz), 6.89 (IH, t, J = 7.6 Hz), 7.01 (IH, d, J = 7. 6 Hz), 
5 7.34 (IH, dd, J = 1.5 and 8.3 Hz), 7.43 (IH, t. J = 7.6 Hz), 8.23 
(IH, s), 11.87 (IH, s), 

'H-NMRWHP (CD3OD, 500 MHz) : 6 3.28 (3H, s), 3.51 (IH, 
dt, J = 2.4 and 4.8 Hz), 3.57 (3H, s), 3.63 (IH, d, J = 4.8 Hz), 
4.68 (IH, t, J = 2.4 Hz), 6.68 (IH, t, J = 2.4 Hz), 6.91 (IH, dd, J 
10 = 0.4 and 8.4 Hz), 6.93 (IH, dt, J = 0.4 and 7.8 Hz), 7.36 (IH, dt, 
J = 2.0 and 7.8 Hz), 7.94 (IH, dd, J = 2.0 and 7.8 Hz). 

: DHM3EQ0M 
3, 3-$?* h*->-4, 5-X#*>'-6-kKD*5>-2-lJ-'J3 L 
15 04)17$ FS'£D'\*'fe> (87.0mg, 0. 283mmoI ) £7-feh> (2m 

1) \zmmv. p- h^x>x;p*>i? (5mg) zmx, Mux-imm 
m&Lrzo Kfem\zvtmx.?-)i (20ml) *mx. * asmi) rvt 

(lml) lZTmm&WVi&-?Z>£. DHM3EQ (55.1m 

20 g ) nfi&&mfc£LT&e>niz mm-. 74%) . 

178-182^ 

TLC0R f m : 0.36 (zsVtltfJV (Art. 1.05715, %)\,0#M) (OMM 
Zn-Thtfyyj-TmfflmmtVTZnnt.frA-*? ;-)[, (1 o : 
25 1) T-mmLTMfe) . 

#^^©»RX^^ b)U : vmax (KBr) 3457, 3102, 1696, 1620, 1559, 
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1381. 1233 coT\ 

^^^©•RT. ^ h)l : A max (MeOH) nm (e) 248 (12000). 301 
(9360) , 

FAB7XX^h^ (m/z) : 262 (M+H) + , 
fr^iS : C n H n N0 5 , 

'H-NMRX^^ h;U (DMS0-d 6 , 400 MHz) : 6 3.63 (1H, d, J = 3.9 
Hz), 3.84 OH, br), 4.87 OH, br s), 6.97 (2H, overlapped), 7.42 
(2H, overlapped), 7.94 (1H, d, J = 8.0 Hz), 10.60 (1H, br s), 11.71 
(1H, br s) 0 
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